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-18 (WTIL-18 i:SB4fe"t-So) ©*fci-ftfy*saB$tLTd3«9, fr?^;^ 
<Y Fyn^-^-oaSTill)^ IL-18 itte^^ALfc h^^v?^^^^ 

^^^-yi^-r hyn^^-^TlcfcS IL-18 &BlM\zi&Mi%& 
h7^Xi? = ~y?^$x&m\<^ti&T8:<Dm$Z-Vte. IL-18 ^ j. y - n 
^nn-<yify (tncb) 5 o"C»»$ixSgS»tt 

JUig 18 ft , i& 8 £ , "IL-18 h 7 V * v 5 ^ — jy ^ xy ^ •?* & 
trinitrochlorobenzene «3Sg^btfeftJtijie*Sltai$tbS", ¥^13^9^, 0 
^^it^f^#m 2 6 • H# -/n^A, 144 M 

(31—0 • 6air H i^os:^-sm) &&mt&tiz>&* mm&fr 

— IL-18 iaj|ifl*S£Ift%£©IM«fcov>-CW:, Tfe^^tbTfe^i", IL 
-18 it^^ALfc F7^^y^^^ J&^fM^ffiV^C 
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*J8Bt«H;, ^^ViM b^n^e-^-^^j^r^feS IL-18 ifrfe^Sr 

^r9^y^^ h^v*r-*—<DfflfflTK3bZ> IL-18 it 

^©iWtt^ 7"7f /t^ h-7°ci^— ^-CO$IJ^IT{-feS IL-18 it^T" 

it5«J)ot, miittTE© (A) M/Xfi (B) £fflv>5 

(A) 

(B) E^«]0^^©^^3i 

nki. lffim&^zmm&nM-fzyom&^tf^k* 
is.it. *^oiwi4, nki. ifcw^m^zmm*nm-rz>wmz^& 

^-n^^- i 8 3fr£T-£*»ALfc h7^v?x = ?/^v«)^^v\ ^ 
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[01] *38M-effiVNf>tt«iaiftae^F©— -wt?*>a. 
[02] T g (+)^tx(D]fo^m&^$:^-fmx*foz> 0 

[B3] ^ftl 0 0 B-C»S^JSim5[j»^©tf— ^«:ifflxLfeK5/IL-18 h7^^ 
HEM (x 5 0{g) 

[m 4] (b) mi&!&®i3&^(Dfej%?fcm<Dftmz^-?mx&>z> 0 

[05] Tg(+)-e^^^(D[A] hn-^ft rabbit IgGlg-^P (###1 1 ) 
©&J**Pl3ffi{fe-e*>5o HEife (x 2 0 0{£) o 

[06] Tg(+)-^[7^^<D[B] feiAsialoGMl ^S^P (H»»J2) W^jg^S 
ffe"Cfc5o HEM (x 2 0 0f) o 

[0 7] Tg(+)-^">^— 05 [A] h mouse IgG (#%0>J 2 ) 

<DfeJ$3Hm&XfrZ>o HEM (x 2 0 0f) o 

[0 8] Tg(+)-7^^^(D[C] fit^^^CD4fit^S^-P (Jttfcfcll) O^jt^S 
flfe-CfeSo HEM (x 2 0 0{g) o 

[0 9] Tg(+)'^!>^^<75[D] fcfc^*;* CD8^L^#I¥ Otlfc#!l 2 ) <Z)^jt^S 
ife-efe5 0 HEM (x 2 0 0ff) o 

[010] Tg(+)-^^^^ (D [B] ^t-et>^NKl. 1 £t#&-¥i¥ (^SW3) <D&J* 

mmmxibZo hem (x2oo§)„ 

[011] Tg(+)^">*^<D[A] ny vehicle Jx-§-S¥ 3 ) 

J^iHS^-efeSo HEM (x 2 0 0§). 

[012] Tg(+)^^^— <D[B] Dexamethasone (it 3 ) O^jt^S 

t-CfcSo HEM (x 2 0 0{g) o 

[013] Tg(+)-^^^^W[A] vehicle (#%01J 4 ) 

JttHSIfe-efcSo HEM (x 2 0 0§) o 

[014] Tg(+)-^;^<D[B] 0 (Hi£#!j 4 ) O&jf^S^T' 

fe5o HEM (x 2 0 0fg) o 

[015] Tg(+)-^^^— (D[B]^jl Ly49D jftflcg:-^ («5) (Dj&mffimm. 
T'fcSo HEM (x 2 0 0i) o 

[016] 9^S^C0Hfc|Tg (+)^^^©®BO^j»^SIfe-efe5„ HEM (x 
2 0 (Mg) 0 

[017] 9J3ifccDl!if Tg M^txnl^tpCDfemmm&XhZe HEM (x 
2 0 0{£) o 
W*©RW] 
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K5/IL-18Tg, Xfi Ig/IL-18Tg 


vehicle 


Tir h I'/tf- U — (4 : 1, v/v) 


crotonoil : 


^ 0 h ^^-^T ;V(D 2% (v/v) Tir h yy* y — (4 : 


l,v/v) 





-^!7*te, MxJ3, C57BL/6N-v>^ (B6^"7*K Balb/c -v [7 L 

Tf-&>& il-18 ate-? £r£t? 5 „ 

IgK — V<D, V-J2-C ffi^^feSlUtiJbfc^^/^^K^, 
-^"^X^^n IL-18cDNA^V\ ->^-r/l^<^ KSr«rOfife|ft IL-18 c DN 
A^r, PCRftiaotMtSo 

P CR2. 1 -<i7^ — *m\<^X*y-? V n— gcV^-Ct h#ggf 1 

a (D^u^e— ^ — <t 4^*515^ y A^r-g-tf pcdEF3^<^^— T\ -^^^ P-=y^ 
£tl, pEF-IL-18SP b-tZ> 0 
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KpnI/BbsI (DfflVmmmmmiLT'tymZint^ pEF-IL-18SP ©DNA77/ 
yt^hte. t h K5 :/n^— ^ — Sr-at? pBSK tf) NotI IfltfiKl&V^ 

BssHII (D^JPS^Mi-C^Diff-f-^r itiot, ill^DNA^^^V >- h 
(K5/SP/IL-18/polyA) &mZ>^bfrX$Z> (Hll) 0 

IL-18 £^LT^3<b<7>£iIiSiJ1-5^<tT;\ ?t 5 w t Z> 0 m%l1rZ>&m 
t Ltii, Km<DSf/J±r>NA$;m\<^tlPCRftVf, ihmiKDj&m IL-18 (DE 
L I SAM, >£JtOJ&l& IL-18 <DVx-**^zfv yTj ^y&ffl$&mif h 

m&)?M%7bm£.-tZ>Zh&. WWfCiot, #J#>T5tl§:£*Lfc (0 2). 

(A) g^jE^Jt^ 

(B) jg|fctolDIIIft^i»#©&JtlfcS 

*3§0Jl<£>fW3\ JhfE<£> (A), (B) ©2oro-^XI4^tfcV^, 
(A) Og^^jt^irfi, IL-18 >¥A^*^£«J8~1 20i(dt°— 

(H13) 0 
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(A), iB) <D&mz.te. V^tLt IL-18 (DiilUmm^SB^- UT*5 19 , 

t^oT, «§^<?x (a), (b) srttaiiri-sfMifi^ifeti, mmwtmnffln 
^•^offl^iFf^fetLtt, fUffii-scit^'Hrii-efcSo 0^9, (a) 

(dx? v—^isytiK 4t8-i2Hi^tii$n5o (b) 
mmt-tzzkizx-DT, (—Rj&mmm£:\^fz.'&. ^i^nfy^/n 

Srffflfi-rsr^fc-effcS. jEfc, (A), (B) ©I^i^tt^^ 

nki. i&m&^-rz>mj&&&im-Fz>mmx2bz> 0 

NKl. lfetj^Sr*i-S»^ bTtt, NK|fa^NKT»^^^tf f,^ 

■So 

SNKHSa»iNKT»M© % NKl. i ffijw&^i-stoistiiafr-t- 
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5fcl#s soluble HLA-class I 16, FK5 0 6f^«Ji, NKl/t^ 
— <£>Ti5fE(-#;£-r5 DAP12, SHP ^ONKMtDv^-^h^;*^ v'a 

NKI. lfetJ^^^-r^lfflJ^fC^i-t-Sfei^^ Lttt, — ma-i, (1) Asialo 
GMl^^IItS^, NKI. 1 ffiJW.&Mm-fZ>#ifc$:^&W: killer 
inhibitory receptor (KIR)$rC£M£tf\ NKI. 1 ffiW. 5*BJ3££r»fJ-r 6 
trL#tf>ft!l, (2) NKMIrffittfttS^, (3) Ly49D#C0NK*EBJ!g^^'t4fb 
-tZfoW^tt-tZUfo (tit Ly49D fctft:) ^£>5^ ^PJ^l^Tte:, (l) 
^NKlfflJS^ffrTS^Wfi IA\ 

*#£PJl-C^VMb*L5, AsialoGMlfetj^^M^i-S^i: b"C«, ^y^n 

%iW(D— m-Fh&tfl AsialoGM1^7L^fe5^ > fc h <Z),£jf • 

^pj-effiv>bn6, nki. i mw.*wmrrz>%iV£b tm^/^ p^-— /k 

^^^b#fc^E-y ^ n^- — /Vfct#:-?£> 9 . NKI. I £r[Jj^ (NKR-P1B, 

NKR-PIC) %mMi-&mmtfii£'e&&t7i NKI. l #l£M$&-5/^ (BD Bioscience 
Pharmingen Technical Data Sheet Catalog Number 553161, revision No. Oil, 
2002 10 J! !§?Th t h©MM^^f K • MtSI^ICtt, fc h NK 
jttJte&&SELT#e>;h,;fcfc h NKI. 1 ^ (CD161) ^Mf^i-^^^^oT, =3M 

ifi AsialoGM 1 jjCffc, fctNKL 1 fcWtt , PBSf©i«» 
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mmm&m<DjwMt i,xm^z>zb&x$z> 0 

^(DmMt vxmi<^btix\s^z>h<Dxhtu-£&\<\ 

^■m^rnrn^, *&m. mm. m& mm. &m. mm), mmm. 

«k &mm. £.mm&i&ft. mm, mm. mmitm. *\s—hm. ^ 

K7y^-fy/^--v'^rA (DDS) MUfcMii:Ufflv^5iHT 
nki. iWM.& : fi'tZ>l®Bfo&#ifa\irZ>V!>&<Dm;k VX. o. o o i~i Omg/kg 

H KE #i 

(b) m^mw^^-mcD&m^&^mm 

m<D. K5/IL-18 Y=7^?.*J^—y? B6 ^ V * (11 M<$>). Ig/IL-18 
i? ^ =■ ? B6 -v £ ^ (10-12 51 ^ ) ( T. Hoshino, J. 
Immunology, 2001, 7014-7018) RXf^ WiM^CD B6 ^ (^/VK^^) CO 
^O^tC^^lOju 1 ©rthy/ty-W/l/ (4: 1, v/v) fC^n fy^/V 
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£ 2%(v/v)^fl?£i3rfc^n hyt>f^*a#L, 10/zl (DT± h 

Is/J-V-y^/ls (4:l,v/v) £Mttb7c 0 0, 6. 2 4. 4 8^ 

12 4 fc^i" £ *5 9 K5/IL-18 h7>Xi?^=-y? B6 jo^Tfi 4 8 B# 

W«*-eW**i:^oJWR3as»fcfctLyt 0 — 2u ig/iL-18 h^^^x^^^ 

ttttfe • f&«*J©4S*l^^*) £Tir h W^" y -y^MVl' (4 : 1, v/v) 

2%(v/v)^ n h>^r4 ^^mm^j(omxnmm^^-tm^m^, n*o? 

H»<I 2 (tft AsialoGMl gtfWft#lC «t S>SJt^^J) 

BJ^rtcDK5/IL-18 Tg (IL-18 transgene (+) ; ^T, l"Tg (+)j £fE*c 
-TSo ) -v^M, PBS 0. 1 mL \Zf&j# bfc [A] =1 Is h n— />^t^ rabbit 
IgG(Sigma) 2mg^fctt[B]^L AsialoGMl fet^CWako) 2mg Sr. 0^F*I&-5-Lfc o 

10 B&Kl, _LfEA, B 2 3¥©-^ W«t J 05*JtSrSl«J, 20%* 

SntfMfc-£«10 B8L [A] 1 ) T-fi, &J#ifcriS 

^LT, itL^(D^a#^m^bfc^ ^5, [A] t?tt, 
V rabbit IgG T?W: Tg(+) V *<0&M9k&iftU LTl^V^ £ ^ 

mmx^tc as), 

Sfc«$f G9#]frJ#^ htl.tn. AsialoGMl #t#tC ioTTg(+)v ^^©&j»^^*p«U 

s*L«r t*sflfc»-e#yt (ni6) 0 

-tf)*^ #l AsialoGMl $n.m-Z. &.m#k<D^®5 • f&Hc^Ji LTf^ffc^ 

*M3, Jti5?^ji~2 gknki. i»4ia5«WJ) 
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B£*F*3K> Tg (+W?*t, PBS 50 v^^n L [^LfcWay hn 
— /Hftft: mouse IgG (Sigma) 0. 5mg, [B]£v^ NK1. 1 £tft:(PK136) 0. 5 mg, [C] 
£v^r>^ CD4 fctf£(GKl. 5) 0.5 mg, [D]fcv^* CD8 ^t#: (2.43) 0. 5 mg 

fei^t 10 0 ft, _hlBA-D4S¥<£>-^<>;*<^ W^^^jt^r^D, 20%*/i- 

*a#iS:^io at, ^E©«it% [a] tk^-m (#fM2), [C] (it 

&Mi) Rmvm-s-m atmM2) -e«\ ^M^grotv^^i^L, cb] 

4£-^§¥ (H3i£#!l3) "CM:, ^/f^WJ^nTV^^^^ttfc,, 
^LT, rtL^(7)^S#^^b^^ r [A] (###>J2) 

(corneum) t$fc4>it5K;^ ^ fr s nyfn mouse IgG "Cf^ $q]$IJ UTV 1 

&l^£;«fg-C#/c (1H7) 0 

£fc. [cis-^i¥ (tbwiji) -era, Tg(+)-^«>^(ci^«sEJi:, m%.<Dmm, 

£ ^fC£l5 (corneum) (C^>li*^^ i^tl. tf L -5 [A] 
<9 S^ftJfr^JLbtK fel CD4 ^rC^tt^ r> ^ cD&jf ^^i$J Lft 
V^£;«ire#fc ® 8 ) 0 [Dm^-m (it^M2) T*t, Tg(+)^->^ 

mm&&bfttc (ni9) 0 

[b] &j*m mmm3) -ete, ^ioe/?, m&<Dmm. 

^ 0 fSSf(-OV^T, «lJ^ib*K felNKl. ltftmz iot, Tg(+)^">^<7)^ 
J#^# 5 ^^ t-Wr|!IJ ^itl/TV^S ^ h «-C#fc (iIM3 :E110) o 

J£tfc#!l 3 Ufn^ K- Dexaraethasone S-^-t £ 5^J#i£#flfi!lJ) 

±Wi 30©Tg (+) r> ^ ^ [a] 0. 5% CMC-Na/PBS (M^{b^, # ^ n 
37140-02) 100 ^ ^ o L CO^- (vehicle) t>L<(j: [B]0. 5% CMC-Na/PBS 100 ^ 
4 $ n L (C^iLfc 1% Dexaraethasone (10 mg/mL) ig 0 7 0 v[>^(Df ^(D 

#J[H]i£-^ b70i (o £ 19 S^S-^co 1 0 lOBi) t_bl2 2 ^ 

-v-r>^(D*^O^j»^^i9 20%*/l^y >-?@^Lfc 0 HE Mtt^Jt^^ 

Dexaraethasone 8 0f, ^^^^X% [A] (#%#J 3 ) 

tit, itLbo^s^^il^bfc^r^. [A] &^S¥ (##M3) -era:, 
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(corne\m)\Z®L'J>mi&&fybtl. vehicle X'ti Tg(+) -v * * ©&J*ffc &«lfM Lft 
V^£riSfitfg-C#f£ (HIl Do 

12), L^Lft^fb, #Hft!l«I*»4*J6«a|2©gfcNKl.l^i#:Sif3ai<*< % 
^«liEJ9ii^^i:/u^$lJbTV^^^ofc 0 [B] <7) Dexamethasone M5i¥<D 

MMM4, ###!]4 (FK5 0 6&mc£Z>Bzm$:%Qffl) 

±&3 0 © Tg (+)-^VX%m\<^tz 0 0.5% [A] CMC-Na/PBS (ilftf, # ^ n 
^'#-^- 37140-02) 100 iiL (vehicle) , L < [B]0. 5% CMC-Na/PBS 100 
iZfeMl^tc 1% FK506Q0 mg/mL, 0^D n o <t 9 0 7 ^JX^cfJ 

O0f) JC-LfE 2 m~^V*<Dm$ s V>%.m*^L 1 Q 20%^/^y ytHSl/fc. HE 
FK506 |0lElS-^*» ?j 70i (o* t) ftJ^S#<7> 1 B«T?£fl| 10 0 

^JLtf>«LHT\ [a] (##M4) -CMu ^rtt^^e^o-cv^c^lc: 

^LT[B] tS^lf (HJfeflN) te, [A] (##0!j4) iCit^T. 

^WI^t^#IBJI&©ll^[^«>jt»'baifW$tLTV^fc (###J4 : Ell 3 /%M 
ffl4 : m 1 4) 0 

o£*K FK506 SfcflJfc ioTfc, fet AsialoGMl Jtflc (HJ£0»| 2 ) ^tftNKl. 1 #C 

mmm 5 est l Y 49d £ zBLmvmu) 

BSXft(D Tg (+)-^^3r/lV^c 0 rcD Tg PBS 50 W 

^ p L ^^UfcfetLy49D6t^(4E6) 0. 5rag 3r N flgg£f*lS:-^ Lfc 0 

ffi#S:-£«10 ^JL©*g5^ Ly49D ft#S4-#-ett N ^Jtifc^iM £ 

^tlt, ^nh^mmm^mmvtct^^, ^Ly49D^&-$-s¥-m, T g (+)^ 
mmti. ^-rn^^T-fcofcc (mis) 
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(Dm2 ^^m<o s T g 201m ^^m^m^m 

&J*£SltK ^T?@3feU HE JfefefclT&Jtifc&tM* bfc £ r. 5, ^ 

tlMrotV^iiM^tlfc (MB: HIl 6, ft :il7)„ 
12116, @170^Mlt v^t, %&J^H<Z>3&v^fc^*BJtej£iB 

il-18 <Dim mmz & ^-r st©^ tcf&a? • w-t- z>^t&x%z> 0 

^tLZ&W&M^Z Z. t &X% So 
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it (B) ^fflv^§i^^#m<^•r5»^^fl ^ ffi^■^feo 

(A) g&&fc&jft$ 

(B) ^^[HS-^B#CD^jt^ 

~ > yx-fo %z.t &«h* t -r s , ft ^ 2 icfEife^M^o 

[it*^5] f^^y-y-j h^n^e— (D^j^T^fcs-i' — 

[ft^7] NKl. ifcj%*^zmm&wmirz>m«$:^&zb$: 
m&ms] nki. lmm^-r^Mm^nm-r^mm^K nki. 

[f*2jt"S9] NKI. 1 ffiJ^^S^J&i-^S^M^ AsialoGM 



(A) gl^^jt^ 

(B) g^t)|][ElS4Bt©^M3i 



